Involvement of the serotonergic system in the mode of action of the new potential antidepressant agent 5-methoxyindolyl-2-methylamine.
5-Methoxyindolyl-2-methylamine (PIM-35) is an indole derivative with effects in animals indicative of antidepressant properties. In the present study an attempt was made to gain some insight into the mechanism of its pharmacological activity. PIM-35 was compared with some antidepressants in tests for serotonin (5HT), noradrenaline (NA) and dopamine (DA) uptake inhibition in vitro. PIM-35 is a weak inhibitor of noradrenaline uptake as compared with the standards used. The IC50 value for dopamine uptake was similar to the value for imipramine and higher than that for amitriptyline, both these standards being considered as inhibitors of dopamine uptake. The influence of PIM-35 on serotonin uptake has been studied in a very preliminary experiment after single dose administration to rats. In a similar way paroxetine and chlorimipramine were studied. The inhibition produced by PIM-35 is similar to that produced by the standards. Radioligand binding techniques in rat brain ex vivo showed that chronic administration of PIM-35 produced no variation in the number or the affinity of alpha 2, beta 1- and beta 2-adrenoceptors. PIM-35 inhibits by 40% the number of 5HT2 receptors and does not modify the affinity for the ligand. PIM-35 has activity on the serotonergic system and in this way is similar to the antidepressants paroxetine and chlorimipramine.